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(57) Abstract: 

PURPOSE: To obtain a benzamide compound shown 
by a specific formula, useful as a reagent having activ- 
ities such as antagonistic activity against vasopressin, 
vasodilating action, antihypertensive action and in- 
hibitory action on release of liver lipid. 

CONSTITUTION: This compound is shown by formula 
I {R 1 and R 2 together with adjoining C form a (lower 
a Ikyl -substituted) benzene ring, pyridine ring or thio- 
phene ring; R 3 is a (substituted) alkenyl, an aryl or 
a (substituted) heterocyclic ring; A is a group of for- 
mula II (R 4 and R 5 are each H or R 4 is H and R 5 is 
hydroxy or a lower alkylamine or R 4 and R 5 are bound 
to form oxo); E is a lower alkylene or phenylene; X is 
CH or N; Y is a single bond or a group of formula III 
[R is H, tolylbenzoyl or a (substituted) aminol} such 
as 4-[6-(2,3-dimethylbenzoylamino)nicotinoyl]5,6,7,8- 
telrahydro 4H- thieno[3,2-b]azepine. For example, the 
compound is preferably obtained by reacting a com- 
pound of formula IV with a compound of formula V in 
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- -> 7 y - 2 , 2 - v 7 x - ;i/ fcf - Jk& 6 ft 

[0040] »jga r^7;i/^u->j ti/m y^ 

kv, x?b>, h'jy^k^t'Ott^ttS&B^fe 
SMKCi ~C4 7Wkv»f5«, -t-©)4*»Tt>» 

*L^©iay^kx xfkvcis&Ci ~c 2 7;i/ 

iO [0 0 4 1] r»A'4l*3'fflUfcl tUTtt, B«$fc 

ii*B^<£®7;v*;i' [fctAffy^Jk if*, 7d 

fcfJk y^Jk $=»7>;k 'N+v'^k 2-3-h'X 
^jk 2, 2, 2-hU^DDX7J|fft£] . SH*fc 
tt*B*7'J-A' [&tA«7xXJk ^-7?;k 4- 

7;^;P [fct^.«^>^Jk 7x*fiK OXtF 
'JJk 4-XhD'<>^a£] ai*©«ffl©*J^+ 

[0 0 4 2] R» ■C^S*157U-JH4. <S®7JWrJP 
30 *J;t;7'J-;ki0&5»*»6SHnfcB«IS 

< h: i ~ 3 mommm •pB**nTv»Tt>±<, fct 
A«hu;k *->'j;k yv-^k ^yx;k b'j;k7 

[0 0 4 3] »*L^ft^ft (I) ft, R 1 tR 2 *>» 
W?BiSnT^tfe<J:<, R 3 (i) 

<t^7 u -jv«k o e.s«nfcBmsre^^n 
T^Tt»J:VifiB7*yx;k (1 i) ffiffi7;k+;kfe 
40 «ki;7 u -;v«t Dfc£**>6Stfn&B8!ffi-eBtt3n 
THTfeA^7'J-;k (i i i> fi»7JV*;V 

*£r;7 'J -*J: Da***6»tfft&BilSTB*S 
nTUTt>iv»»BSS (Ra*BIEtti;ntj;k fcf'J 
y;k 7U*. fl-A, **U" 4 /U**«ttf'fV** 

[0044] 

Wbi 7] 



50 
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(10) 

17 

R 4 
I 

-C-CH* - 



[0 0 4 5] dC-C. (i) R« tR* 

(i 1) R 4 #*j£TR 5 *t«R7JI^JV73 
/T&Sfr, *SWJ ( i i i ) R 1 <hR 5 tf-BKfc 

l/>*fctt7irl/X X*ICHSftBN, YjfiUMSS 20 

[0 046] 
Ktl8] 

R* 0 

I II 

-N-C- 

[0 0 4 7] (::■?, R« tt (i) (i i) h 

UJl^X/f-lk Sfctt (ill) <E!R72MMVt>U< 

(SE7">^»ffi»72l'3*S'*2^=;k ®R7)P*y -3? 
-f2k ffi;»72WI/X2l'#x2kfc±tf7'J- 

[0 0 4 8] 

Hbl9] 

0 

II 

-NH-C- 

[0 0 4 9] T?»5tttt, 1) R» <hR 3 rt^f* 

2) R» #^7/££tf7U-^£DfcSSW , >6Btfn 
&B»S-Ce*StlTHTt>J:V»ffiSft7;Hr-2k 

3) E*<7xXU>T2&5. 

[0 0 5 0] Sfflftfr® (I) ©EHItLTfF^SnS 
[fctAtf&B&i. BB£. &B«i& 40 

a . ««K«-iDii [fct^a^Kia. »kk. mj7 

;^dBK1, 7|/-f>ii, SHBIS. ^^>X)P* 

&£] fe<!:©K#Jnffi, 72V*'JBBB DfcfcAHy-h 
'J^ASI. , 72k&'J±*WfcR:!fi [fc 

[0 0 5 1] Iftft&ft (I) ©BBBSHTKBBK 

50 
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25 

lflWt*« (I) fcfcfc (ID *fc 

din £#-«-€-©*; ;ktf*->gtc 

ifc«kD»»TS%. flr&tt <i> , (iDftBtft: 
(III) * t fctf*©**#*5'SfcStt*R*ttBi* 
^©ffBfciliLTtt, -fls*« (I) ICOUT^LA: 

■bo t Bl C %©£#tf-5 c iflfe**. 

[0 0 5 2] fc£«3 (III) ©*2U#*->SC*ttS 
*Htofi*ttBB#i:L/TW:, K/\ay>m ft^ft 
K£*tt. £?BHHi***J:tf«fcB**ftfc*»T 
©B&*4&. Btt75H, Bttxx^U&aWIWf&ft 

BRjstt«B#o»aaBtuTtt. mmtm-.m 

SIB, v>7x-;wm jf^yjUBi Aay>ftB 
Bfcg] > i?7JU*;i/B»B> MftB. ^^J«B> «£ 
B. X21/*>B [&tA«^^>X2P*>B»a , SB 
BB*Jl-#>B [fci*«BB.-^Di;*>B. SSB. 
-f V88B. b?nm ^>7>B. 1 , V^>?>8. 2 
-i^JUBB. HJ*nnBB&£] , #*Kti)V#> 
R [&£A«£,S.SB»£] »£©Bi©B^BB* 
• ;»*BB*B:?3y'/-2k 4-B»-f5^/- 
2k. 5? * WHJ 9 7-2k h U 7 7- JPfc L < ttx h 5 
V r -2ki©ffi1§75 H ;SttxXx2U [BA«->7/^ 
^kCX-rJk ^ 5\>kxXx2k y^JMs 

2^fJK(CHi ) 2 N* =CH-] XXx2k \d=.)V 

xxfMk :/nyw*2HX5\Jk p-x|-n7xx;i/ 
xx-f-Jk 2, 4-v?xhD7xxjkxxr;k M) ^ 
PD7i-WZfJK ^>^^DU7xX;VXXr 
2k /■»l'7ir)HXfJk 7xXJl^7V7xXJH 

Xx2k 7xx;i/^xxx2k p-rhD7xrji-5 : 
*XX-rJk p-^U^2k*^XXx2k #2ktf*v^ 
^Jl^:*XXx2k tf5XJHX^2k KU^HXr 
)k tM'JSWXXxJk 8-*/'JWtIXfKi 
if] fcL<ttN-kFD+^ft [fci*tfN. N— 
i>*^)Vt Fd^->;U73X l-tHn+->-2- 
(1H) -fcf'JHik N-tFD*->X£-»-fSF. 
1 - 1 Fa* v - 1 H-^>V S U 7>/- Wi'] t(0 

BfSfcfcB (ill) ©ffl^tr^bT. *n6<o«f* 

[0 0 5 3] Kfttt. B*. Hffl©S«. 
72l/n-;i, [fct^»i^^/-2k x^y-;i/^£] , 
7-feh>, V**V>* 7-fehxhU2k ^dd*;1/ 

A. St-fc/^VX JaftX?k>. Tl-7tFD77 
X fitilfiK N, N-itt^frOVlsAYS. V. hf'J 
E«fcS«B&RSS&^*©te©«iS©B«© 

in^arr*. cnsoRfflcisattt, *t©B^«t 

[0 0 5 4] ICEJEC^T. ft-S-ft (III) SriS 
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N, N' -vyZa^yfrtMlXms. F, N-^i? 
oa=^>;w-N' -^#U 7x?jkfr;M*>M5 H. 

*;v#^-f5H, n, n' -^x^;v*;v 
fl^SK. N, N' -^'/^oeWM^i 
N-X^J1/-N' - (2-i?*?JV7S.J7n}f 
M MiPv-fSH, N, N' -tl)V$=:)V\iZ (2- 

+ vMS>, Ih+->7WI/X 1-7.HO*;/- 10 
WW HOT.***, #'J$8Sx 

# 'J » s-r v tr Jk **^b& «6ft*^ 

*'JJW . EffiftflS, v7xx;kfr;*#<JJk7>>F. ? 
DDj»l!J>7xXJk v?7xX;k*X:7 4 >S??0'J 

f, mt?*-)v. fsuzmmK 

fcfJU&t*] . h'j7i-WX7^>, 2-X?JV-7 
- 1 F n **y<y*M v***vT 'J *Kib 2 - 
X9MP-5- (m-X.rt/*7xx;W -fV^+U-yj^ 
Aft^rtffi, l - (p-5nD^>-tf>x^x;p^* a? 

zyjivx-ri^-um (n, x-^^^ats 

Ffcttfc^*=;k *xy>, ^no^SHJi/no* 

[0 0 5 5] MISKJJl^ 'J AK. h U ffik7A*A>7 

ft7J^;b€^*;U>. N, N-^<£»7;^;i/7X»J 
> OttAtfN, N— 5W*7=y>fcO . N, N J» 

- -vfiiK7;^;i/^>vJW7 = i*ro#stsfe u < m 

[0 0 5 6] 7j}£2 

§Wfb£tS!j (I a) *fctt-t©*tt, ftSfSil (IV) $ 

it\i.z<D&*fc£® (v) fc&tt-toftAtf^sc* 

fcJ:D«fiT!**. 4b-&& (la), (IV) fc&tfK: 

jtfS&iSiL-Tfi. (I) iC-P^T^L&fe© 

tHCb<0**tf-5rt*i-ptf5. £©E&«, 3r8U 

lco^Tl4. 75i*l ©£H5-e©«§B£#l«-rftf4\k 
K z.<n&.fo\z&UT, R« a ;!>t*iB-?&£'fb"&«j (I 

V) fcitfR' *<F'JJl/7xXJI.T*^b'&ft (V) £ 
ffl^T. R 6 aA^'JM^kR' *«F'j;l-7x 
X^T*-5><b-&«/ (I a) i©l 
itS® (IV) fcJtLT. (V) &2^S^ 50 



#^¥8- 1 4 3 5 6 5 

a? 

[0 0 5 7] 7J&3 

i«ift«rtfc db) sfctt-efflsu. '{t&m (i i) t 

•fcl4*©£[Sfb'&ft (Ilia) *fcH*©*^tf 

sctCioilifiT?**. ft^tt (I b) . (ID* 
sift: (iiia) fc<ktf*©#;M^xgi;::m-j--5E 

*ttM»#©ffa**ibTI4. <b-&® (I) ICO^T 

fctt, *ttii*«»«cH*ti/T«irTr*. fox,. 
z:©E*©EfcjSrSii.ktfE**fr (fcfc R 
£&&&£> MWTtt.' 7Jffil©tC5T0gi?g5# 

[0 0 5 8] 75j£4 

Itiftft* (I O *fc(4-?-©ffil4, fc£fft (lb)* 
Jfctt-t©«*«7 ->;WbSJ&C#T Z t C «k 0 SiSTS 

a. fl:-&* (i b) £<tr; (i c) ©ffii&ffliL-T 

14, ftft* (I) \Z^TM*bftb<Dt®Ch<Z>m 

StLTtt. 7JP3tfO'l3K [fctAti'J^A, 7-HJ 

^v">A, #;P5"?Afc£l . itl&©*^fc!fet>L 
<»4^ffiH'bL<l*a^Kia. h'J7^;k75> [fc 

3»J>, l, s-s?7-!ftf->^a [4. 3. 0] jy- 

5-X>, 1, 4-^7lff^D [2. 2. 2]^i? 
1, Z-vTWistru [5. 4. 0] >7>t^ 

- 7 -x>a^©ji««ai*±r^r«tt»«t*tf sn 

if] . *«iss jyb*si8S. 37fb*fg 

uw wmanz. k*«, a^, *, 7;vn-;v 
[fctA«^^/-;k x^y-;p&t*] . *yu>, 

>, f h7tKD75X cne 
fcttS*C«K»*RBf*a^*©IS©tt«©»l««fC 

^ffi-rs. fftt^©iist)L<«Ki4. mmtisT'bm 
^LtomTizR%*mmt&. 

[0 0 5 9] *)S5 

BWft*«I (I d) tfcl4-e©»4. ■fb&fe (I c) * 
&»4-€-©i[S7;WWbffltRJBS-&-5 Z. ttC<k Ofiii 
T^S. {bfrfe (I c) (I d) ©SfSftffltU 

Ttt. (I) tC3V>T«*Lt"b©iHi;t)©* 

ny>ftfi»7;p*;u [fct*aa«>ft/^, a^fb 
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!7fA [fciAtf*^h*«h'Jx^&E] at*© 
rt;l>tfx;Vfc£&t{b¥Itxffl. fcfttil7t;ffl£-S©T© 
3M5cSiJ [fctAtfm *£fc*7S!l7- MJ 7A. 
ft50V*"7*:J-HJ£A. /t9S"»AMft£] t©*§ 

HJ^A. ^'J^Aat'] . 7;M)U±*£* VttZ. 
fcf? A. #Jk77Aat*] , HftS©**^ 10 

l JffilS7;i'*^75>. N. N-S?«B7**^7=U 

It. ai*> £«l:S«V«K^A:^1MC!>ffiK. fet 

7)vzi-)v [fctAi^^;- 

757, BfK. N, N-v^5 1 JU*^A75 K, *&tt 

cn6©B^*«fesafi-r*. a*, ±e©7ju*m: 

[0 0 6 0] ^6 

§M{b£«i (ib) i&fi-totttt, fcfctt (i c) s 

**. (I b) (I c) ©SfSaffitL-T 

tt. (i) Ic-atoTlttiiLfcfco&RCfeo** 
Wr*Ctj9J-p*«. 7->MflBtL-Ttt. SC R» -O 

ji/e&a] cioT**Dsn5*r«fifcL<tt-t©Ej6; ■ 

. &7-7F. KM*tt. S&73 H. Sttx* ' 

s«Tc*ifir*©«w*UK K*ti. wr. etffi© 

8K. 7th>. V**<*>s i'DO*/!/ 

A, «fls^l/> v 7-th=h'J*, ^{bx?w>. x 
H5tKD75X 8l«X?Mk N, N-5>^?J1/*;V 

fts©-fia«8«t. sfcannsoa'&mfnarra. 

Aa t*©«ffl©«*©#ftT^Jfi1-*0 1>»* u». 

£&ffl«ttt<ttfg£$nr. JWirawwrtHTeK 

[0 0 6 1] #8:7 

Bttfl-fcfc (I f) £fc«-£©lgtt. ft^tt (I e) * 
5. <b£© (I e) feitf ([ f) ©JfafttttLT 

ttv (i) fcr3tvr«wU&t»©iHi;fe©** a? 
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22 

tfzztifiTZ*. ffaaajcaituTB. 

»7** 'J &JS [fct A«*«fc*9»^ F U '>Aa 

t] at**Hjsif&n5. a*, taffl©&£. a 
tA«7JV3-;v [&t x^y-^a 

t] . **&ttS«tB»B6Rtf*av»*©«©tt» 

©&&, **^ttrn6©ai^**Tsaws. EJ&ii 

1ST* •5. 

[0062] nm 

HflWb** (I g) £fctt^©ffi«. fcfctt (I e) * 
arM-wttSfl-Sft (vi) g-fctt-ewtttfitoStt. 

(VI) ©ffaa&tLTtt, fcfc* (I) ICOWTW 

«bfc±5a«wiii«*«*jf6n*. fls^ft (i e) * 

W(Ig) ©*?3®a*£bT(i. ftftft (I) 

T*!*i/fc"b©tHi;t»ffle*tfs^t#J-e*a. ib& 
®r (i e) zfttetomtitG® (vi) *jttt-e©« 

«tu*a?—>-^©j:5aaiir©«i»©ii*Kfflw 
sn*«*.so, =7yft*>7*aif©it 
m, p-hJPx>x;v^>»aaf©#«iKair, tai* 
nn6©jB^***ffl-r*i:ia»T**. a 

Ht, KJ6CHS«»*RBESat»iHffl©»it. atA«7 

Ay-JUaffl v h)HX -77 

DD^7>, 77DDX7 7. 7 0D*JVZx, Eaffift^ 
*, N, N-^?)l'*Jl'A73 H, -7^?;V7-feh7 
5H. N-^?;HfuU K>. t&tt^n^©^** 

av»LDuS!T!cEf£:^*iS-rs. ft^«J (VI) ©ftffl 

SBt<i:Hsan'f. a«. fl:^» (i o 

Qc%m (VI) S*t;^6Aa»JSfiEfflfS©*<J: 
SSS*^i©ffifflfiibTtt. l£j!l?f!l©«^ICtt^®f!) 

M«^t>««^ic»ttfllM^«©^J:^. 
[0 0 6 3] «<»5cS6Ctt, SMBtc. AJ^Mtc© 

SattKtLTB, fctA«/^7>">A. /t7>"^A 
M, /^-77A^ KftS^ M7nAK» 9 

*-=y^jpa£««*«f6n*. c©B7c££tt. a 

». KJSCSK*e&Etda^lRffl©Ktt. 

7K> IMI. 7)l3-)l \fcbAtt*9/-fc X77- 

;k >r VT'D/ty-^af] . s/?da*d- 
>, s?xyi/>^»j3-A5?^g i ^x-TJi'. 5^*U- 

;k Wffi^^k N, N—7^?;i/*JWA7£ F, 4fc 

ttcns©jB^+-e^«-r4. mm&\tt<m^ 
nr. at. ^srFav^ L-umaT-eas^^sr-a. 
[oo6i] fti*ft»cK:«wr*ftfaaa7c»tbT 



-730- 



<i3) 



#IS¥8-1 4 3 5 6 5 



23 
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fiffi«9»tt. 7;vn-jv 

FP75X VX9-*X-?-M Vtfy'i A, 
fftotl*. iff* KB, **flaKBB€fflV»*«5£S*« 
R 6 a ^^figi7Jl'*;V7 5 J~VbZfc'&® * 



(Ig) £gjST#3. £0>7;MPJWtEJStt. #fc5 

[0 0 6 6J tHBft£* (IV) . (Ilia) «i» 
ft£$3 (III) ICi5ViTY;!>»-NH-CO-T;&3ft 

I I b) *fctt*n60*tt*0HI*ftfc±D 

[0 0 6 6] 
[ft2 0] 




HOOC NO: 



(II) 



V 

(VII) 



[0 0 6 7] 




(VIII) u 



[ft 2 1] 
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(14) 



25 



R 




R* X N 



\ 
E 




c: -f—NO, 

(VIII) 



-14 3 5 6 5 



26 



[0 0 6 8] 



0 



R 




N 



\ 
. E 




k: iJ — NH 2 

(IVa) 
* * Mfc;2 2] 




NH: 



(Via) 



[0 0 6 9] 




(IVb) 

Kfc2 3] 
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(16) &RW8-14356 5 

29 30 




R« OOC Hs: tj — NHNH, 
(XI) 




R 9 OOC i> NH 
X X 

(XII) 

[0 0 7 2] * * Mfc2 6] 

R 9 OOC NH + HOOC-R 3 

(XII) (V) 




R'b 

R 5 nor. -k 4j— N-CO-R' 



_IflJ 8b 



(XII 0 



[0 0 7 3] Mfc2 7] 
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(17) 



..... R*b 




R* OOC -H^^jj— N-CO-R' 
(XIII) 



8-143565 



32 



HOOC 



^ Jf-N-CO-R 3 



(Ilia) 



[0 0 7 4] ±I2S*£:S*. R 1 . R J ... R 3 . A, 
E. XfeitfR* b tt**J:fcfc*L!fcHOT?*D. R 

TOT*. 
[0 0 7 5] £?£A 

fcfc* (v r i i) *fctt*©att. •ft^ft (ii)S 

&tt-e-©&£fc&«i (VII) Sittt-fO*M+yl 

CtCJ:D»i6T#S. fl:^* (I I) . (VIII) 
fcStflC (VII) *&Zf*0*Mt*5'WZ*»*B. 

«tfe»*#offaa*tbTtt. (i) ico^r 

«SLfct>©£^Ct>©«*tf5C£ijrc*5. CCDS 50 
[0 0 7 6] 

-ffc^tSj (IV) cotfTR' a *«**7f»5'ffc-&4Sl (IV 
a) *fctt-tO*li. (VIII) u-&«*-©S[ 

SSTclcffrrttciDSUSTr^-S. fbtrti (iVa) 
azzf (viii) offaftiStUTtt'. A:** (i) 

a. AR'tfctAtfxx. ana. »aa , ^■©±•5^ 

«K*nz»&a &fMM%U<ttMMi [fttAW 
K. 1MB. ^otf^->S. KU7/WnWt p-K;V 

±«2©crt*&JR*J:tf/Sfctt*«fl:*«taUI [fc 



7A-3i»>X>i;y9A. **fcMJ-t-7M l .>7/l' 
5-0 Ate £] , *JMb*9*ft^ft 

y*9*^-hU9A, ^fctf^txh^^k^t 
x?a. #7>. s>#5>ftfl &£©**fc*lMfca 
fir. S5<b&«5 Vztx.teE.mm, H&ftP. HJ7x 
lWX7^>. MJ X?Jl/*X 7 w 1tE-C& 

[o o 7 73 ftHaaKftfflT^wa&iMie. a& 
mm DttAtfe*«, a&&. e^n 

irMWt [fciAHKcrydrjk SHbx-y^rJk 5* 
-xy-rjkfcif] . n/WHHK [fctA»*S7C3;t;v 
k 7*-3>'W<F&£] . ftttttt [fet^«®7cft. 

V)v?>mnz\ *^©iwiffl"&©T»*. ®7ca. a 

ft. *. 7)V3-)V [&iAtf**/-;k S.9J- 

;k 7*D;v-Mf] . 7-thxh'jjk •?-©«, 
©WB©#wftft. ^n^i^wfif^ns. 
2grs©A**f$u>. 

[0 0 7 8] #j*C 

(iv) ©+tr 8 a *sh'jju^>>y'r;i'T?Jb* 

{b£& (IVb) SfcKttOtttt. fc-frft (IVa) £ 
&tt*©8ft h U;i^&SKi:fctt*©rt;V#*'>Sfc 
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33 

tC±D«fP*S. ft*«3 (IV a) fe«kU: (IV 
b) fflffBfc&iLTtt, ft*ft (I) iroHTPJ^L 

&tttL.r«, ft*% (i) fcov>T«*Lfc«i:5a7 
c©»6tt. *fti t*»WtH*t:tT«lfi-c*. ft 

w*#i-rn«<tv». io 

[0 0 7 9] 

ft*& (X) Sifctt-tOifiri. ft*% (IX) Sfctt*- 
©«£ft*«!) (V) Sfctt^AJM^gKfcttSE 

BiTe**. ft*$i (ix) isii; (x) onmnmt 
ITU, ft*05 (I) CtJ^T«*L-fc«l«»#«i* 

Mttmmtm&tfimirfzriz. ft*& (v) *«t« j c- 

\t. ft** (i) ictJViTWwb&'brotigct)©** 

[0 0 8 01 £i£E 

ft*isj (i 1 1 b) s&h*®«h.' \t%® (x) t& 

5. ft*«& (X) ©ffiSfc!fl£LT«, ft*flj (I) K- 

sn*. ft*$> (i l ib) ojMaitbttt. ft* 

**T*S. E£Ii. SU*»fi?, a7C*f©^j*fcftoT 
rt'J^Afci:] . 7JV*MJ±S&H [fetAl*^*^ 

<?a. rt^^A&t*] . £n&©jMMs*rt>u<tt* 

HJ*?Jk73>. HJx^A'75>fca . trn'J 
X 1, 5-?7lf\Z$>9a [4. 3. 0] />-5- 
XX 1. 4-^7-tfIfvi'n [2. 2. 2]^-^^ 40 
X 1, 8-^7tf£~>^n [5. 4. 0] t7>r£- 
7 -X>tt<!f©il«!iS*J;WB!MfiS*«*W'5n*. 
»aa»ttTtt, W«6S IM. 7"d 

flitRS Hft*««, 3<yfc*mm. as 

Kfta fciiwwx* [fct^azuft*^^^] 
#**»f e-n*. Ej&ii. as. *. jfr^-jv [itt.iL 

(i^^/-)k Xf/-)W££] . ti'l'X -XX? k 

v^'jn-^y^^jvx-^k mt^-^y. t-k 

7th'D77>, lin£©^*fefc£©}g&£fc«EJfc 50 



4WP8- 1 4 3 5 6 5 

5. ««©ffiSfcl/<«Stt. Ltfcffiffl-et 

fcWLlMTtcEfcSSBW-*. 
[00 8 1] ®7ctt, 4-xNn^>v;K 2-3-H 
X?Jk 2, 2, 2- HJ^ODX^JUftifCXXf)!' 
»»©BWIfc»SU ttKdSJtiilcXl-e 
S SStcS t LTttft#&7cfc£tf£f»iB7C*«£tf 6*a 

xtf*;?, ffifij, fcL<tt&JRft*«!i [&£*. 

if] £©*&£•£•?&*. &teig7UlC&$Tr^i*ff3I&M 

k e*3n-f h. Kfte&. . *55>9 

AjffiK [fc£Ald3MHt/'t9?9A, n5v7AIU K 
ft/t^s^A. /X5S>9AEL. nyvyj+nu-i h\ 

ffl . UttX.tt8yG-y*n>, Kftx-v 

.7?-^. 9)V?>m&& ^i*©Hffl©fc©Ta&*. 

X^y-Jk 7*D/V-J^i:i , N, 
;UA75K. Ctl&©S*»*t*©, 
ti«av»««©JS«*T«lW*. ±ffi©ft#M 

^SStUTtt. ±iB©ffi!«. -^X^kx-rJk v*^ 
fh5fc H079>JS:£©-e©flS©iaffl©aS 
»*^tt-5-tX6©S*ift^W , 6ns. C©ji7u© 

[0 0 8 2] 

(xii) sfcij*©ffitt. ft*% (xi) 
ti^-©ffiS7-»PftEJtSfcfi'rrtir < t0Kjgtr$-5. 
ft*& (XI) feii; (XII) ©»®*ffii:LTii. 
ft*& (I) COViT«^b&M«»#iD*iS&tt*« 

r^E^^ft (fciA«i§<«. Ef&£ftfc<H) t3.v»T 

[0 0 8 3] ^j*G 

ftfr® (xiii) *fctt*©tttt. ft*«3 (xii) 
*fc«-e-©ftaft*ft (v) afett-€-©*;p^>'iic 

*tt5E*:tt«»#*5V>tt*n6©ttiE*ai*6!: 
tt<fcOSjgT#-5. ft*!fe (XI I) ©Jfjgftffitb 
Ttt. ft** (I) Cr3V»T«*L&««W«lrt6S& 
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iaff*w*ttoiStf»*»f znz. (xi i i) a s 

tflC (V) &£Xf*<Dfj 

#©fiFjffcffliLTli, (I) IZ-ourmmLft 

jSit*K65cra«icLT^J6T?#, fto-c. £©Ejfc 

■a caveat. *ttiotJi5-coKW*#jB-rntf 

[0 0 8 4] 5W£H 

fls-er* (iiia) ££«■?■©&«. (xii jo 

i6T?**. fc£t> (I I I a) (XI I I) off . 

Sft*tLTtt, fli-fr* (I) \vo»Tm7h\s1t*><r)t 

7j5«3J:tfKi£;&# CttAHMPIIt. RfaWL&ts.E) E 
[0 0 8 5] ±BlfeMSfc.fc?T1»&ftfcfl:£*tt. ft 

TBfao«ice* ! «"*5:i«n?**. ttsti ci> 

[0 0 8 6] BWflS^tl (O Sitf-S-roEHtLTSf 

Altajm. «m «H5F±. Hawass bt 

(I) ©fcfflttSWlET SfcftC, (I) ©US 

[0 0 8 7] tSKl 
A* V 7V» 1 (VI) S$»IS^ttK 
( I ) KSfctffc 40 
7»hOffBS»«U 2 5mMhUX-HCl (pH 
7. 4) , 5mM MgClj fcitfO. lmM7ir 
;MfHW-^7WJ K (PMSF) 
*&2 5 OmMX^n-XlgSffSl 0 

S£l OOOXgTl OftdflS 
-5. -La*H#4#»U 45000XgT3 

o»wat?»«-r«. jaa^u--;/ h£ i owm©** 

1 0 0mMHJX-HC 1 (pH7. 4) 3g»8c (5m 

M MgCIt > 0. 1 % 9 viLfifyJl^S 

0. ImM PMSFSM) IC&SStt. Stf4 5 0 50 
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0 0 X g T 3 0 ftUttftll-t-t. 

omMhux-HciwwRfciiawr*. nsnfcig 

[0 0 8 8] lOOmMh'JX-HCl 
(pH7. 4) mffimWO. BnM'H-W^VJ' 
> ( [7x^77-^-3, 4, 5- S H] -Ay? 
P5/>; 40~8 7 0 1/5 0^)1/;^— f>^7> 
H'*f>J7-) SfflV»T. (2 5tTC6 0# 

13]) -CgHT*. 1 ii U [d (C H * ) . , T y r 
2 (Me) , Arg' ] >Vj7V*sy KT^FWft 
Bf, □*) ftJ8i»T, #ttHftttfr«IWt«. 
a-^-5/3>«. JM&l OOmMh'JX-HC 1 (pH 
7. 4) &ffffi5ml SJOATEfceiM:**, VvV 

?^7X7^m- (gf/c) sabTffljsfciasa 

f*. 7***-fcWi;iHI« (5ml) "C2Htt3. 

74 5.3 0. nviJ-Y) Q-emmmmtz. 

(i i) KifcifeSI 
[0 0 8 9] 
[351] 



(*»«#3) 


1 C„ (M) 


i-i) 


2. 2X1 0"' 



[0090] um 

?V)7Ws>2 <V2) S»fls«^KK 
( i ) 

X-HCl (pH7. 4), 5mM MgCh 

o. imM7xn;i.^^;i/x;i/*r:ji/7;v^ l J K (pm 

SF) £^WT£*?&2 5 OmMX?D-X$«r»cl 0 
ft***^**^^^*. tf*v*-h£5 0 OX 
gTS^fflS^lB-r^ ±S*i8£*$MRU 450 
0 0 x g T 3 0 ftm&64tMIT«. ^ y Hfc 1 0 
OOmMhUX-HC 1 (pH7. 4) 
i« (5raM MgCh . 0. l%VlrAtt7fr7 
^>43cfc^0. ImM PMSF£^W) tHB«b, 

s«4 500 o x g T3 6tovuu&mr*. m^u 

V hfel 0 OmMh'JX-HC I jgffi^tCH!K»1"^o 

[0 0 9 1] JdftMS^ 100mMh'JX-HCl 
(pH7. 4) igffiS+ODO. 5nM s H-nyyi/y 
> ( [7x^77^-3, 4. 5- 5 H] -A*V^ 
; 4 0~8 7C l/SU*^; r^>^7> 
ftffl^T, ¥ffi^Sg (2 0t:T6 0^ 
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IBD tffllti. 1 [d (CH 2 ) , , D- 1 1 e 
2 , lie', Ar g 1 ] Al/7 r U5/> (^->a77 

5. -f >*3.^—>3>&. JKftl 0 OmMMJX-H 
CI (pH7. 4) 8WK5m] *»ATK*«#jfcS 
it. hY>^7X7^W- (GF/C) £iILT 

aafcaar*. 7^jw-*hi;«w (5m d -c* [«2j 



T5. KBMfc#1&>©»£«1££ I C«efi-?8t>r. 

( 1 1 ) mm 

[0 0 9 2] 





I C 50 (M) 


1-1) 


4. 9X10"' 



[009 3] ■jftgmwfctt. *9mofc$to ( i ) sk 
^rr* BHMwntLTB. *f±jm* 

ttftfe JKtMH. KM. >3>». 0 

**. DcWv y*#jtt£««i«f en*. wack 
[0094] ft^ft (i) ©fflsa, «#©^gi«j:i; 

^ (i) ©^-HfitLTttO. lmg, lmg. 1 
Omg, 50mg, lOOmg, 2 5 0mg, 5 0 0m 
efcitf. 1 0 0 Omgafcfg&T&S^. Hftfctt. 1 B 
l£ftr>0. lmg/iMl 0 0 0mg/®#:©l8]© 

[0095] &T©sBg0j. »#fl*j:tf*tt0!tt. * 

%BJ5:*«s|ICJ;^Tsft^-r'5rc*{^-r i b©T*-&. 
[0 0 9 6] fl&Ml 

2- (5-nhD) 7 5>*;V*>» (7 8 5mg) © 
?>dd^> (2 0ml) jggEKSHfctf + iMJ.W' 
(0. 5 2 3ml) £»}8©N. N-v^^tfJPAT 

s pea*. fi^*eaaTr2»pw»fLt. met® 

«tft«3cUTtt««*#T. ZOtttttttl, 2, 3, 
4-xK5kHP^/U> (7 9 9mg) fcr-UX?^ 
75> (0. 8 3 6ml) tom&QlW ?uu*?> 
(20ml) WKfclDAfc. fii&*«SfiT?2liSIBHM* 

c©?ftttft«->>j*y;p*7A^n-7f»if77^- OS 
ttlft : n -'\*tf> : gWx^A« 4:1) THRU 
1- [2- (5--hQ) 7D-fJH -1, 2, 3, 4 



-fh5kFD*;'J> (1.. 2 5g) Sflfc. 
NMR (CDCls , 5) : 2.06 (2H, tt, 1=6, 6Hz), 2.82 
(2H, t, J=6Hz), 3.92 (2H, t, J=6Hz), 6.77 (1H, d, 
20 MHz), 6.90 (1H, d, J=7.5Hz), 7.05 (IB, d,J=7.5H 
z), 7.16 (1H, d, J=7.5Hz), 7.21 - 7.29 (2H, a) 
[0 0 9 7] S!ji«SJ2 

&-7s.j^a^ym^)V'Wm (4 5 Omg) t 
. fflt2, 3-P^)V-^>'M)V (4 0 2mg) «tfU 

vy domi) cjnAfcjg^*6afi-p**affi/ 

ft. «ETk!Uy>*«*U &8E&£ DDjfrjUAtCig 

50 «: ^DD*jl/A) TttlU.6- (2, 3-?X?* 
^>^^75/) (3 9 lmg) £ 

•ft. 

NMR (CDCU , 6) : 2.30 (3H, s), 2.46 (3H, s). 3.9 
2 (3H, s), 7.15 (lH,dd, 1=7.5, 7.5Hz), 7.25 (1H. 
d, J=7.5Hz), 7.32 (1H, d, J=7.5Hz), 8.32 (lfl, dd, 
J=8.5, 2Hz), 8.48 (1H, d, J=8.5Hz), 8.50 (1H, d, J 
=2Hz), 9.19 (1H, br s) 
[0 0 9 8] 

4-t F^/aAWbl^'SMa (8 1 5mg) 
40 <OPtrna*?> (6 0ml) ffi6i\Z h U X?)V7 5 > 
(2. 8 0ml) ti>^m : J- t -1=f-)\ (2. 19 

g) SUA, s&tt«&&7ritft!JHtLfc. c©««« 
#m m;*a*»*, A^*©JSTgfe^ 

U JftKv^i^A-C&JgLft. i(SET®«£®£ 
U «gSr->'J*y;V*7A^DVh^57^- Ogffl 
«;*Dd*;i,A) -C«»t. 4- (2- t 
*;!,#-;>) kl«55>;*MI>if* (8 3 6mg) 

NMR (CDCU , 5) : 1.42 (9H, s), 3.87 (3H, s), 6.0 
50 1 (1H, br), 6.43 (lE.br), 6.80 (2H, d, J=8.5Hz), 
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7.90 (2H, d, J=8.5Hz) 
[0 0 9 9] 

&mW3-C®tc4- (2- t -:/h*v#;i^x;V) M 
H^y/^t#K^^;V (4 1 6mg) (O^DD^ 
> (1 5ml) jg$fcHJX^;i/7 5> (0. 2 7m 
1) tmt2, 3-^fM>^;l/ (3 2 1mg) 

tiltt; n-^>:»SxfJN5 : 1) TffiffiU 
4- [2 - t -7b*y^iPfc;P- 1 - (2, 3->> 
jW'Ol/'f/W tF7yy] *A#K*?^ (5 7 
lmg) ftfgfc. 
• NMR (CDCh , 6) : 1.43 (9H, s), 2.21 (3H, s), 2.2 
8 (3H. s), 3.88 (3H,s), 6.88 - 7.30 (5H, in), 7.82 

- 8. 01 (3H, □) 

[o i oo] w&ms 

4-t v?y;&mm*?)v-mm u. 0 2 g ) 

©^DO^J> (2 0ml) *WCh»J.X9\fc75> # 
(1. 6 8m 1) tmim& (0. 5 7ml) SJOA 

S8t£S£U SS^vX^^X-^VTab^it, 4 

- (2-7t^;w tH^yyftjass/^ (5 1 6 

mg) *r»&. 

NMR (CDCh , 6) : 1.90 (2H, br), 2.07 (3H, s), 3. 
84 (3H, s). 6.81 (2H,d, J=8.5Hz), 7.90 (2H, d, 1= 
8.5Hz) 

[0 10 1] ©£0J6 30 

i^fiV (5 0 0mg) tttft2, 3-&*?)V1>*/ 
-fJU (4 4 5mg) &fcf'Jv> (1 0ml) Kin A ft B 

re. »s*imx^ (2 0mo icw*u *tut* 

Ky'J^M7A^DThy77^ OBttHK; 1 

x^y-*d*>Da*»A) 4- [2- 

7**)V-1- (2, 3 -5**^1^ tH? 40 

vn &&mm*?)i (6 1 o mg ) *%it. 

NMR (CDC I a , fi) : 2.21 (3H, s), 2.28 (3H, s), 3.8 
8 (3H, s), 6.92 - 7.13 (3H, m), 7.24 (2H, m), 7.88 
(2H, d. 1=8. 5Hz), 8.02 (1H. s) 

[0102] wsmi 

5, 6, 7, 8 -rh7kFD-4H-fxy [3, 2 
-b] 7iftT> (3 4 6mg) ittfcp-xb 
-OU (4 6 2mg) t©y?DD^> (10ml) & 
OTC-etfU^V (8 9 3mg) tlDifc*. 



4$RW8-1 43 5 6 5 
U »»xy*t*T«RL&. W$»ffi/1£1N&& 

DYh^77>f- ttlllK ; ABX?^ : n-<\*t*-> 
= 1 : 4) T»»T*;ifcfccfcD, 4- (4-XbD^ 
>lAfJW -5, 6, 7, 8-fh7kHD-4H-f 
X/ [3, 2-b] TW> (6 0 7mg) 
NMR (CDCh , 6) : 1.68 - 1.95 (2H, id), 1.95 - 2.1 
8 (2H, in), 2.86 - 3.02 (2H, id), 3.58 - 4.17 (2H, b 
r s), 6.14 (IB, d, J=6Hz), 6.68 (1H, d, J=6Hz), 7. 
42 (2Hi d, J=8Hz), 8.08 (2H, d, J=8Hz) 

[0103] &mis 

1) 2, 3-y*3\>V-8- (4--hD<>^ 
M -4, 5, 6, 7-jh7tHo-8 II-^xy 

[2. 3-b] 7ifhT>-4-^> 
NMR (CDCh , 6) : 2.06 - 2.27' (2H, m), 2.16 (3H, 
S), 2.22 (3H, s), 2.71 - 2.87 (2H, m), 4.02 (2H, b 
r t, J=6Hz), 7.54 (2H, d, J=8Hz), 8.16 (2H,d, J=8H 
z) 

[0 104] 2) 9- (4-rhD^>^;i/) - 

5, 6, 7, 8-T-h5fcFn-9H-i;UF [2, 3 
-b] 7i?tT> 

NMR (CDCh . 6) : 1.69 - 2.13 (4H, m), 2.85 - 3.0 

5 (2H, b), 3.58 - 4.45 (2H, br s), 7.04 (1H, dd, J 
=5, 8Hz), 7.36 (2H, d. J=9Hz), 7.60 (IB, dd, J=2, 
8Hz), 7.96 (1H, dd, J=2, 5Hz), 8.02 (2H, d, J=9Hz) 

[01.05] 3) 5- (4-XhD^>*/-OW -1 
0, ll-ytKP-5H-y^/tb, f] 7tfh! 
> 

NMR (CDCh , <5) : 2.82 - 3.13 (2H, m), 3.47 - 3.7 

6 (2H, m), 6.56 - 7.46 (8H, m), 7.55 <2H, d, J=8H 
z). 8.07 (2H, d, J=8Hz) 

[0 10 6] 

.«JS«7-Cftfc4- (4--hD^y^W -5, 

6, 7. 8-rh7kHD-4H-fi; [3, 2- 
b] 7M\L> (5 9 3mg) ch&lft* (1. 1 g) <£S 
m (2ml) fcirfcn*/-* (2 0ml) tjpA&B 

■fe^^b^iit. aa*i»xf;n: 

fljU-TJWtWLt, ^^4- (4-75/ 
^y^MM -5, 6, 7, 8-rb7tHD-4H- 
^X/ [3, 2-b] 7iftT> (3 5 6mg) £»fc. 
NMR (CDCh , 5) : 1.68 - 1.89 (2H, m), 1.89 - 2.1 
1 (2H, m), 2.85 - 3.04 (2H, m), 3.57 - 4.22 (2H, b 
r s), 6.27 (IB, d. J=6Hz), 6.47 (2H, d, J=8Hz), 6. 
68 (1H, d, J=6Hz), 7.14 (2H, d, J=8Hz) 

[0107] wm\\§ 
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«»«8-l) T#&2.. (4-- 
hD^> > /-f;W -4, 5, 6. 7— rh7t HQ-8 
H-?I/ [2, 3-b] Tiftr>-4-*>Sffl^, 
JBfi«9fcH«HCLT8- (4 -75 / "^'/-f/W - 
2, 3-y^9 L ;P-4 > 5, 6. 7-f h7th*n-8 
H-rXy [2, 3-b] 7i?H>- 4 
NMR (CDCh , fi) : 2.06 - 2.29 <2H, m), 2.17 (3H, 
s), 2.24 (3H. s). 2.71 - 2.84 (2B, n). 3,96 (2H. b 
r I, J=7Hz). 6.54 (2H, d, J=8Hz). 7.29 (2H.d, J=8H 
z) 10 

[o i o 8] m&mi i 

1- (4-*?fr7x-M trn-Jl/ (9 2 5mg) © 
x h5bFD77> (2 0ml) jgffiC. n-7x^U 
x£A (1. 5M n-A^>SSR, 4ml) £-7 

st-eirFU £©j&«&|B]^T2i$w&#i,&. f 

^-fZ-fXtylfiH-r^ (5 0ml) t<Dfe£® 

WW5i?nYh^77^- (fftilK; 2%*9J- 20 
Jl^W?nnMA) 1- (4-*r;V7x 

XJ» tfo-JW-2-*i;V#>& (5 5 0mg) £f§ 
&. 

NMR (CDCh , <5) : 2.40 (3B. s), 6.28 (1H. dd, J= 
2.5. 4Hz), 6.94 (1H, dd, J=2.5, 2.5Hz), 7.14-7.2 
3 (5H, m), 

[0 10 9] SBSfll 2 
&ft4 -#;Mi;* h^7i-;^f* h 'J 7i^l<* 
XiftX^A (8. 94g) 0fb7kKn77> (50 
ml) HJS A (6 0X»l«f>. 8 0 0m 50 

g) ^O'CTJU^ c©i6«*Hfia-ci. 5P*|i« 
l/fc. C©»*C2->5 1 ^>'X7JV7 ! tH (2. 4 
1 g) 0Th7tHD77> (1 Om 1 ) SiSSJlDA. 
a*«*S*T6IMMH*L&. C©^iSSPKX?;V 

(1 5 Oml) -c#f?U *:fc«ktffc!fi#T«;»U m 

U ««E4x'J*y;U*7Ai;nTh^97>f- (ISffi 
tt: n--N=Hi->:IMxy*=2 0 : 1*^9 : 1) 40 
■CfifiLfc. ifeK4- [ (Z) - (2-*9\ll/7xX 

;w tf-jw ^#K^?;i/ (2. 6 6g) a*#e>n> 

&V>TM- [ (E) - (2-^f^7i^0 

£.mm*?)\< (2. i4g)«m6n&. 

4- [ (E) - (2-^x;P7xXJW bx;w 

NMR (CDCh , 6) : 2.44 (3H, s), 3.92 (3H, s), 7.0 
1 (IB, d, 1=16. 5Hz), 7. 18 - 7.25 (3H, n), 7.46 (1H, 
d, J=16.5Hz), 7.57 (2H, d, J=8.5Hz), 7.58(1H, m), 
8.03 (2H, d, 1=8. 5Hz) 50 
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[0 110]«fi«13 
fflfjfi«S| 2 r®1t 6 - (2, 3-i?*?fr'OM )U7S. 
j) -a?>m*?)\' (3 8 0mg) £lN*&{brl- 
'J*A*»* (4ml) (1 5ml) t© 

^y-^ft«*U «:aft****pH4fc|«L;fc. 
#rfflUfcH*Sat*U «*LT6- (2, 3--7^x 
;^>-7-l';i/75/) X3x>it (3 4 3mg) 
&. 

NMR (CDCh , fi) : 2.24 (3H, s), 2.29 (3H, s), 3.3 
2 (1H, br), 7.13 - 7.30 (3H, a), 8.27 - 8.33 (2H, 
m), 8.82 (2H, m) 

conn 9tmmi4 

SBSM4TWfc4- [2- t -7h**yt>)V#-)l- 1 
- (2, 3--7^xJ^>*/-f;V) tH5-77] 

(5 6 1mg) £ 1 N*K4tT HJ 7A*fg«i 
(5ml) i^/-JK10ml) i©fi£ftfc»# 

#£ffiIRUT4- [2-t-7Mf3'*/H«:r*-l- 
(2, 3-?>WOy<f M tH5iV] SSSK 
(3 6 lmg) E0fc£*43&Cl»«T*;: 

[0 112] ®&mi 5 
SHj§0!| 1 2 T#£ 4 - [(E) - (2-*r^7xX 

m v-M tt&mk**)vw*. fia«nji4tRi«i 

ICLT4- [(E) - (2-^f*7i=*) tfXjU] 

NMR (DMSO-d« , fi) : 2.41 (3H, s), 7.19 (IB, d, J= 
16.5Hz), 7.20 - 7.29(3H, n), 7.58 (IB, d, 1=16. 5B 
z), 7.70 (1H, a), 7.77 (2H, d, I=8.5Hz), 7.94 (2H, 

d, 1=8. 5Hz) 

[0 113] »»0»I1 6 
8lii{»J 6 -£$75:4- [2 -7-fe?;W- 1 - (2, 3-*7 
*^)\>*>V-1M kK5-77] Si«^f* (60 
Omg) S1N*"HW-HJ9A*8* (4ml) fc* 
^7-;P (15ml) &0>fi&tti3gffb&&tte£fl 
T3**W*U XWBOtTlBWLfc. MET 

it. £©*«fc»«vjf*«>£AT?«jiU 
*S*LT4- [2-7'fe9 1 ;l/-l- (2, 3-^^x 
A^>V-i)D bH?-7y] (5 3 2mg) £ 

NMR (DMSO-ds , fi) : 1.70 (1H, br), 2.20 (3H, s), 
2.25 (3H, s), 3.34 (3H, s), 7.01 - 7.21 (3H, m), . 
7.37 - 7.65 (2H, n). 7.91 (2H, m) 

[0114] wtmi 7 

mmm 1 ?®tt 1 - [2- (5-xkd) 7d<m - 

1, 2, 3, 4-fh5t HD*yiJ> (1. OOg) 
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Z*$J-)V (3 OmlUm*> (9 1 Oml.) 
t<DM&mz®ML1t®mz. 10%A7y')A-K 
(3 0 0mg) £JU*, rl£4&£ 3^ETT7P5Rfl*£ 

Ltl - [2- (5-75/) yuJM -1, 2, 
3, 4-rf7tHn^;U> (5 7 6mg) 

[0 115] KM1 8 
ffigfl] 1 7 iRI«fcbTJfcOftA**#ft. 10 

1) 9- <4-75/*>*/-OM -5. 6, 7, 8 
-fh?t Hn-9H-K'J H [2, 3-b] 7ift> 

2) 5- (4-75/^>y-f -1 0, 11-v 
kKQ-SH-y'O*/ [b, f] 7iftf> 

[0 116] ##{*J1 
ffigflll 3Tf§£6- (2, 3-^y*^>l/-f*7 
-3^>K (3 4 3mg) 0)i?9Ua*f> (2 
Oml) *«tJBfls**U-U* (0. 176ml) fcfc. 
jfcCDN, ■ N-5?*^*/W>73 K£2JD;L 

giaT2^mts»Lrco «a-T««tssii/T, *rjfcr 2 

5iIftfe^f6@*tLT#L :®H#ftl, 2, 
3, 4-fh7tKo*;U> (2 0 3mg) COtfU^ 
> (2 0ml) *«fciDA. JB^«Safi-e2WrBB*» 
l/'fc. Ki£T*K*BSU SMi?DD$M (2 5 
ml) icJS^bfc. ^©«*ft*fe«kr?ft*B*Ttt# 

B«;?Dn#*/0 T«Hl/T»tt»S:#&. 2: ©ft 
«**yxyjlrX-5r;U*6«*flSLT 1 - [6- 

-1, 2, 3, 4-fh7tHD*yj> (244m 
g) tftfc. 

NMR (CDCh , 5) : 2.07 (2H, it, J=6, 6Hz), 2.31 
(3H, s), 2.38 (3H, s),2.84 (2H, t, J=6Hz), 3.93 (2 - 
H, t, J=6Hz), 6.66 (1H, d, J=7.5Hz), 6.93 (1H, dt, 
J=1.5, 7.5HZ), 7.05 (1H, dt, J=L5, 7.5Hz), 7.12 
-7.34 (4H, m),7.70 (1H, dd, J =8. 5, 2Hz), 8.21 (1 
H, d, J=2Bz), 8.27 (1H, d, 1=8. 5Hz), i 35 (1H, br 
s) 

[0 117]*J6W1 40 
&%M 1 tH«HL/T*Oft'&*&»&. 
1) 4- [6- (2, 3-&*7fr*>V<t)V7$ 
J) -3?J-()V] -5, 6, 7, 8-fh7tHD- 
4H-^X7 [3, 2-b] 7ifK> 
NMR (CDCh , 6) : 1.81 (2H, m), 2.04 (2H, m), 2.3 
3 (3H, s), 2.38 (3H,s), 2.94 (2H, m), 3.89 (2H, b 
r), 6.28 (IB, d, T=5Hz), 6.79 (IB, d, J=5Hz), 7.17 

(1H. dd, J=7.5, 7.5Hz), 7.29 (IB, d, J=7.5Hz), 7. 
40 QH. d, 3=7. 5Hz), 7.75 (IB, d, J=8.5Hz), 8.15 
(IB, s), 8.37 (lfl, d, J=8.5Bz), 9.14 (IB, br) 50 
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[0118] 2) 1- {4- [2- t-7b*i'*)\> 
#-;i,-l- (2, 3-&*?fr'<>V'tM 
7] *y*MM -l. 2, 3, 4-Th7tHD^y 
U> 

NMR (CDCh , 6) : 1.45 (OT, s), 2.02 (2H, tt, 1= 
7, 7Hz), 2.21 (3H, s),2.24 (3H, s), 2.81 (2H, t, I 
=7Hz), 3.85 <2H, t, J=7Hz), 6.55 (IB, br),6.75 - 
7.31 (11H, m) 
[0119] 3) 1- [4- [2-71z?)l>- 1 - 
(2, 3-^*?;l^>\AOW tH7v;] ^>V>f 
M -2, 3, 4, 5-fh7tHn- lH-l-^> 
*/7i2?bf> 

NMR (DMSO-dfl , (5) : 1.47 (1H, m), 1.60 - 2.20 (3 
H, m), 2.12 (6H, s), 2.20 (3H, s), 2.67 (1H, m), 
2.81 - 3.12 (2H, m), 4.95 (IB, n), 6.70 - 7.30 (11 
H, n) 

[0 12 0]4) 1 - { 4 — [ (E) — (2-*^;V 
7xrjV) b?-;W M -1, 2, 3, 4-x 

NMR (CDCh , (5) : 2.06 (2fl, tt, J=6.5, 6.5Hz), 2. 
40 (3H, s), 2.86 (2H, t, J=6.5Hz), 3.93 (2H, t, J= 
6.5Hz), 6.75 (lfl, d, J=7.5Hz), 6.89 (IB, dt, J=l. 
5, 7.5Hz), 6.94 (1H, d, J=16.5Bz), 7.01 (1H, dt, J 
=1.5, 7. 5Hz), 7.15 - 7.23 (4H, m), 7.31 - 7.43 (5 

H, m), 7.58 (1H, m) 

[0121] mmm2 

ITiSfcl- (4-^?;U7x-;V) \£u-)l> 
-2-X)l$>M (2 0 2mg) COi?jDD^J> (1 
Oml) mm\Zffit**W)\s (0. 139ml) t 
N, N-y^^^AT^FmrftJP^ dOJS««r 

#t, l- (4-75y*>!/-f/W - 

I, 2, 3, 4-fh7kh f D*;U> (2 5 3mg) 
thUX?;l/7a> (0. 2 1ml) ttom&toWir 
DD^> (20ml) mWiZ^tc. fi^ttSfifi-C 
2»IH«#U *£*®*T?8e» 

t?* turn * »t. ■ c ofitt^ft « ^> u * 5 a * n 

•7h^77^ l%^?/-^f^DD* 

;WO T*WU 1- 14- [1- (4-^«7x- 

M fcfD-;p-2-*;i/#x;n 75/^>*y ; r;H - 

1, 2, 3, 4-fh7tKD+;iJ> (3 08mg) 

NMR (CDCh , 6) : 2.02 (2B, tt, J=7, 7Hz). 2.40 
(3H, s), 2.81 (2H, t,J=7Hz), 3.88 (2H, t, J=7Hz), 
6.29 (IB, dd, J=3, 4Hz), 6.68 (IB, d, J=7.5Hz), 6. 
82 - 7.36 (13H, s) 7.58 (IB, s) 
[0 12 2] £J6#J3 

1) 5-y/W7$/- 1 - (4- { [1- (4- 
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sOV-iM -2, 3, 4, 5-fh7tFa- 1H- 
^>77iftf> 

NMR (CDCl 3 , 6) : 1.30 - 3.05 (5H, m). 2.13 (3H, 
s), 2.42 (6H, s), 3.53 (1H, m), 4.04 (lfl, m), 6.26 
(1H, dd, J=2.5, 4Hz), 6.53 - 7.57 (15H, m) 
[0123] 2) 1- [4- (2-v7,/-3-7x 

-jus/^^^-f ;u7^y) **>*/-f;M -1, 2, 3, 

NMR (CDCl 3 , <5) : 2.04 (2H, It, J=7, 7Hz), 2.83 
(2H, t, J=7Hz), 3.87 (2H, t, J=7Hz), 6.66 (1H, d, 
J=8Hz), 6.87 (1H, dd, J=8, 8Hz), 7.00 (IB, dd, J= 
8, 8Hz), 7.08 - 7.58 (16H, m) 
[0 124] 3) 1- {4- [2- (3 -7xn;i/^ 

t7x» *)\,#-)\,7$;] «>*M)V} -l, 2, 

3, 4-xh7hHn+/U> 

NMR (CDCl 5 , 5) : 2.03 (2H, tt, J=7, 7Hz), 2.82 
(2H, t, J=7Hz), 3.86 (2H, t, J=7Hz), 6.65 (1H, d, 
J=8Hz), 6.85 (1H. dd, J =8, 8Hz), 6.92 - 7.19(5H, 
m), 7.25 (2H, d, J=8Hz), 7.38 (1H, br s). 7.44 - 
7.63 (6H, m) 

[0 12 5] 4) 1- [4- (2-7x^H^f; 

^y^MM -1, 2, 3, 4-fh7t 

NMR (CDCl s , 6) : 2.04 (2H, tt, J=7, 7Hz), 2.83 
(2H, t, J=7Hz), 3.87 (2H, t, J=7Hz), 6.66 (1H, d, 
J=8Hz), 6.86 (1H, dd, J=8, 8Hz), 6.94 - 7.33(7H, 
m), 7.33 - 7.55 <4H, m), 7.56 - 7.80 (2H, m), 8.17 
(1H, dd, J=8, 2Hz), 8.79 (1H, dd, J=5, 2Hz) 
[0 1 2 6] 5) 1- (4- [ (5-*3Mt/-3-7 

>V-iM -1, 2, 3, 4-7 L ^tKD*/U>' 
NMR (CDCh , (5) : 2.03 (2H, tt, J=7, 7Hz), 2.80 
(3H, s), 2.82 (2H, t,J=7Hz), 3.88 (2H, t, J=7Hz), 
6.65 (1H, d, J=8Hz), 6.85 (1H, dd, J=8, 8Hz), 6.98 
(1H, dd, J=8, 8Hz), 7.04 - 7.20 (4H, m), 7.26 (2 
H, d, J=8Hz), 7.51 - 7.72 (5H, m) 

[0127] mmm4 

2- (A-*T)V7*-M $tmm (9 2. 5mg) 

0^^dd^> (5mi> mmz&fc**w)v 

(0. 0 5 5ml) £&?BC0N, N- v*^*JI/A7 

®&ZWlkLX$imZ®X, Z(Dm®Zl- (6- 
7^7) -a^^)V-S-"y^)VT^J -2. 3, 

4, 5-fh7t FD- lH-^>77-tft!> (1 2 3 
mg) ^KUX^7^> (0. 0 7m I) 
^DD^> (2 0ml) ^iCjfl^fdo JS'&tt* 
fflBT2WrimM*U *«***J;tf*«*Ta*t. 

tt®£'f#T, :0ai««3^y'JijyM7A^D7h 



(24) «fBUT8- 1 4 3 5 6 5 

?77^ \ 

A) T?*WU 5-$?*?^75/-l- 16-57 [2 

- (4-^^7xZJW s\y*H)V\ 7*J~^J 
<i)Vi -2, 3, 4, 5-fh7t HP-1H-^>1/ 
7ift!> (1 0 3ing) 

NMR (CDCh , (?) : 1.30 - 2.95 (5H, m). 1.93 (3H, 
s), 2.34 (3H, s), 2.40 (6H, s), 4.03 (1H. m), 4.95 
OH, m), 6.4-8.2 (23H, m) 

[0128] 

10 WM1 1-2) TTftfcl- 14- [2-t-^b+^* 
;U#-JV-1- (2, 3-i>*?Jk*>*/-f/» fcF? 
x/] 1>V-iM -1. 2, 3, 4-fh?tHP* 
7U> (9 5mg) $8 0% KU7**D]*K**« 

(5mi) t»*bfc»«*a»'xr2««anai*ufc. - 

©»«fc»ttXif* (10ml) tftft«K**^hU 
»>A**K (1 0ml) #«®££&j<Tife# 

£no*;l,A:;**/-^=5 0 : 1) 4 
^ ffiftg^X^XAX-f^Tift^f^ 1- {4- [1 

- (2, 3-x^5 i ji/^>y^;w tH^vV] 

1 M -1, 2, 3; 4-fh7tKn^/U> (3 
9. 4mg) 

NMR (CDCh , 6) : 2.00 (2H, tt, J=7, 7Hz). 2.11 
(3H, s), 2.20 (3H, s),2.79 (2H, t, J=7Hz), 3.85 (2 
H, t, J=7Hz), 6.51 (1H, d, J=8Hz), 6.80 (1H, t, J= 
8Hz), 6.85 - 7.18 (9H, m) 

[0129] mmme 

mmwsmtci- {4- [1- (2, a-y*?^ 
30 tH7^;] *>V4M -i, 2, 3, 4 

-fh7tHP+;U> (1 5 Omg) £3 7%#;Wv 
7^rtH*BS (3 6. 5mg) (5m 

i) tawx?^ (o. 2mi) t<D&£m\zmx.itm 

&mt, **fls5/7/*^*±hU^A (3 5. 3m 
g) ftftbuU fi-&«SaiftT?HHKftl*tfc. C©J6* 
£dfnn*;W* (1 5ml) T«RU MJ 

^'>'J*y;W7A^n7h^77f- (i§ffii8t;£n 
40 D*^A) Tf9£!U 1- {4- [1- (2, 3-;/* 

)V) -1, 2, 3, 4-fh7tFD^'J> (40. 
Omg) fcfcfc. 

NMR (CDCh , 6) : 2.01 (2H, tt, J=7, 7Hz), 2.12 
(3H, s), 2.29 (3H, s),2.62 (3H, s), 2.79 (2H, t, J 
=7Hz), 3.85 (2H, t, J=7Hz), 6.09 (1H, br),6.50 (1 
H, d, J=8Hz), 6.79 (1H, t, J=8Hz), 6.82 - 7.19 (9 
H, m) 

[0130] mmmr 
50 mmms-vntzi- {4- [1- (2, 3-^^;^ 
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>*MM tH7^;] «>*MM -1, 2, 3, 4 
-xh5tKn*/'J> (I5 0mg) fc£fls'<>i£> 
(6 6. 3mg) *hT'Ji?> (2ml) fcft] 

ftS*. 1- 14- [1- (2, S-^WKW-f 

M-l, 2, 3, 4-xh5t HD+yU> (1 76 
mg) £f§fc. 

NMR (DMSO-d* , 6) : 1.91 (2H, tt, J=7, 7Hz), 2.00 
(3H, s), 2.17 (3H, s), 2.80 (2H, t, J=7Hz), 3.61 
(2H, t, J=7Hz), 6.72 (1H, br), 6.80 - 7.20 (11H, 
nO, 7.39 - 7.74 (5H, id) 

[0131] gums 

mmm7tmmzLxi- 14- [1- (2, 

«<>*HM -1, 2, 3, 4-7 L h9fcFn*/U> 

NMR (DMSO-de , «) : 1.92 (2H, tt, J=7, 7Hz), 2.12 
(3H, s), 2.18 (3H, s), 2.78 (2H, t, I=7Hz), 3.32 
(3H. s), 3.70 (2H, t, J=7Hz), 6.55 <1H, d,J=8Hz), 
6.78 (1H, t, J=8Hz), 6.92 - 7.24 (9H, m) 

[0132] mmms 

6, 7, 8-fh7tHD-4H-fi; [3, 2- 
b] 7i?K> (3 5 6mg) 0^>DD^> (10m 
1) 8KfcSfco-MW->f (2 2 3mg) £Jn*-, 
3k^T?tTU^> (2 0 7mg) SOtTflPAfc. 



(25) $HW8- 1 4 3 5 6 5 

K£DffiKU 4- [4- (2-*?)\,^>V<1)V7$ 
/) *>>*J<iM -5, 6, 7, 8-f h7tFD-4 
H-5FX/ [3, 2-b] 7-tftf>£#fco 
NMR (CDCU , 6) : 1.68 - 1.89 (2H, m), 1.89 - 2.0 
9 (2H, Hi), 2.48 (3H,s), 2.87 - 3.00 (2H, n), 3.66 
- 4.07 (2H, br s), 6.23 (IB, br d, J=3Hz),6.69 (1 
H, d, J=6Hz), 7.18 - 7.49 (5H, m), 7.49 - 7.61 (4 
10 H, n) 

[0 13 3] ^JSflJl 0 

1) 2, 3-^*3^-8- C4- (2-*?JM> 
. V-OITSLS) *>MM -4, 5, 6, 7 -rh7 
tFn-8II-?x/ [2, 3-b] 7iftT>-4-^ 

y 

NMR (CDCls , (5) : 2.07 - 2.26 (2H, m), 2.19 (3H, 
s), 2.25 (3H, s), 2.50 (3H, s), 2.73 - 2.86 (2H, 
m). 3.97 (2H, t, J=6Hz), 7.19 - 7.70 (9H. n) 
2D [0 13 4] 2) 9- [4- (2 -ttfr*>*M )\ 
75/) Ky-MM -5, 6, 7, 8 -fh7hFD 
-9H-hTU K [2, 3-b] 7iftT> 
NMR (DMSO-de , (5) : 1.54 - 1.97 <4H, m), 2.35 (3 
H, s), 2.84 - 3.06 (2H, br s), 7.12 (2H, d, J=8H 
z), 7.10 - 7.21 (tt, id), 7.22 - 7.49 (4H, m),7.57 
(2H, d, J=8Hz), 7.79 (1H, dd, J=2, 7Hz), 8.01 (1H, 
dd, J=2, 7Hz) 

[0 13 5] 3) 5- [4- {2-*?)\>^y"M)\> 

7$ y) ^>!/-f;W-io, n-vtKn-sH- 

50 [b, f] 7ifb!> 

NMR (CDCh , (5) : 2.48 (3H, s), 2.84 - 3.12 <2H, 
m), 3.50 - 3.75 (2H,m), 6.97 - 7.61 (17B, id) 



(51)int.Cl. 6 mfflfi Jrftmm&^ FI «ffi^S0r 

C 0 7 D 401/12 2 1 3 

403/12 2 0 7 

409/12 2 1 3 

413/12 2 1 5 

471/04 1 1 3 

1 14 
1 2 1 

495/04 1 0 8 

7/ A61K 31/435 ADP 
AED 

31/47 ABR 
ABU 
AC B 
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(26) 



«pRW8-1 43 5 6 5 



ACX 

31/55 ABN 
ACS 
ACV 

(CO 7D 401/06 

213:82 

215:08) 
(C 0 7 D 401/12 

207:416 

215:08) 
(CO 7D 401/12 

213:82 

215:08) 
(CO 7D 403/12 

207:416 

223:12) 
(CO 7D 409/12 

215:08 

333:38) 
(CO 7D 413/12 

215:08 

261:18) 
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